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Purification and Radiol abeling of Clostridium botulinum Type F Neurotoxin. 
(Reannouncement with New Availability Information) 

Shone, C. C. ; Tranter, H. S. ; Alexander, F. C. 
Porton Products Ltd., Washington, DC. 
Corporate Source Codes: 103831000; 422423 

1992 17p 

Language: English Document Type: Journal article 
Journal Announcement: GRAI9603 

Pub. in Methods in Neurosciences , v8 pl65-179 1992. Order this product from NTIS by: 
phone at 1-800-553-NTIS (U.S. customers); (703)605-6000 (other countries); fax at 
(703)321-8547; and email at orders@ntis.fedworld.gov. NTIS is located at 5285 Port 
Royal Road, Springfield, VA, 22161, USA. 
NTIS Prices: PC A03/MF AOl 

Shone, C. C. ; Tranter, H. S. ; Alexander, F. C. 

...all the botulinum neurotoxins is the neuromuscular junction where, following a 
binding step in which toxin molecules interact with acceptor sites on the 

presynaptic nerve surface, they enter the nerve ending molecule on the 

presynaptic nerve surface and once inside the nerve ending not all the toxin types 
appear to block the transmitter release process by the same mechanism. 
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Poulain, B. ; wadsworth, J. D. ; Shone, C. C. ; Mochida, S. ; Lande, S. 
...internalization, and inhibition of transmitter release by botulinum neurotoxin 
(BoNT) was investigated using the intact toxin, its heavy (HC) or light (LC) chains, 
and a proteolytic fragment thereof. In Aplysia neurons... 
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Inhibition of Transmitter Release by Botulinum Neurotoxin A: Contribution of Various 
Fragments to the Intoxication Process. (Reannouncement with New Availability 
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Poulain, B. ; Wadsworth, J. D. ; Maisey, E. A. ; Shone, C. C. ; Melling, J. 
Imperial Coll. of Science and Technology, London (England). 
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Poulain, B. ; Wadsworth, J. D. ; Maisey, E. A. ; Shone, C. C. ; Welling, J. 
...the neuromuscular junction the potency of this mixture was much lower than that 
of native toxin. A similar blockade resulted when heavy chain was applied 
intracellularly and h2l added to the... 
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Shone, C. C. ; Tranter, H. S. ; Alexander, F. C. 

...all the botulinum neurotoxins is the neuromuscular junction where, following a 
binding step in which toxin molecules interact with acceptor sites on the 

presynaptic nerve surface, they enter the nerve ending molecule on the 

presynaptic nerve surface and once inside the nerve ending not all the toxin types 
appear to block the transmitter release process by the same mechanism. 
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Inhibition of Transmitter Release by Botulinum Neurotoxin A: Contribution of Various 
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Analysis of the substrate recognition domain determinants of Botulinum Type B toxin 
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Evans, ER; Sutton, JM; Gravett, A; Shone, CC Health Protection Agency, Centre for 
Emergency Preparedness and Response, Porton Down, Salisbury, Wilts. SP4 OJG, UK, 
[mai 1 to : 1 i z . evans@hpa . org . uk] 

Toxicon , V 46 , n 4 , p 446-453 , September 2005 
Publication Date: 2005 

Publisher: Elsevier Science Ltd., Pergamon, P.O. Box 800 Kidlington Oxford 0X5 IDX 
UK, [mailto:nlinfo-f@elsevier.nl], [URL:http://www. elsevier.nl] 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
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File Segment: Toxicology Abstracts 

Analysis of the substrate recognition domain determinants of Botulinum Type B toxin 
using Phage Display 

Evans, ER; Sutton, JM; Gravett, A; Shone, CC 

Abstract : 

...employed to generate a library of vesicle-associated membrane protein (VAMP2) 
variants in which the toxin recognition motif (part of the SNARE motif ELDDRADA) has 
been modified, vamp (1-94) was... 
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Recombinant toxin fragments 
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Publication Date: 2002 

Document Type: Patent 
Record Type: Abstract 
Language: English 
Summary Language: English 

File Segment: Medical & Pharmaceutical Biotechnology Abstracts 
Recombinant toxin fragments 

Shone, CC; Quinn, CP; Foster, KA 

Abstract : 

...membrane associated proteins essential to exocytosis. The polypeptide thus 
combines useful properties of a clostridial toxin, such as a botulinum or tetanus 
toxin, without the toxicity associated with the natural molecule. The polypeptide 

can also contain a third activation of the polypeptide is possible and the 

polypeptide can be incorporated into vaccines and toxin assays. 
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Inhibition of Release of Neurotransmitters from Rat Dorsal Root Ganglia by a Novel 
Conjugate of a Clostridium botulinum Toxin A Endopepti dase Fragment and Erythrina 
cristagalli Lectin 

Duggan, mj ; Quinn, CP; Chaddock, JA; Purkiss, 3R; Alexander, FCG; Doward, S; Fooks , 
SJ ; Friis, LM; Hall, YHJ ; Kirby, ER; Leeds, N; Moulsdale, HJ ; Dickenson, A; Green, 
GM; Rahman, W; Suzuki, R; Shone, CC; Foster, KA Centre for Applied Microbiology and 
Research, Porton Down, Salisbury, Wiltshire SP4 OJG, United Kingdom, 
[mai 1 to : john . chaddock@camr .org . uk] 

Journal of Biological Chemistry , v 277 , n 38 , p 34846-34852 , September 20, 2002 
Publication Date: 2002 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
ISSN: 0021-9258 

File Segment: Toxicology Abstracts; CSA Neurosci ences Abstracts 

...of Neurotransmitters from Rat Dorsal Root Ganglia by a Novel Conjugate of a 

Clostridium botulinum Toxin A Endopeptidase Fragment and Erythrina cristagalli 

Lectin 

...YHJ; Kirby, ER; Leeds, N; Moulsdale, HJ ; Dickenson, A; Green, GM; Rahman, W; 
Suzuki, R; Shone, CC; Foster, KA 
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Modification of surface histidine residues abolishes the cytotoxic activity of 
Clostridium difficile toxin A 

Roberts, AK; Shone, CC Research Division, Centre for Applied Microbiology and 

Research, Porton Down, Salisbury, Wiltshire SP4 03G, UK, 

[mailto:april . roberts@camr.org.uk] 

Toxicon , V 39 , n 2-3 , p 325-333 , March 2000 

Publication Date: 2000 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
ISSN: 0041-0101 

File Segment: Bacteriology Abstracts (Microbiology B) ; Toxicology Abstracts 
Modification of surface histidine residues abolishes the cytotoxic activity of 
Clostridium difficile toxin A 

Roberts, AK; Shone, CC 

Abstract: 

Clostridium difficile toxin A displays both cytotoxic and enterotoxic activities, it 
has recently been demonstrated that toxin A exerts its cytotoxic effect by the 

glucosylation of the small GTP-binding proteins of Diethyl pyrocarbonate, at 

pH 7.0, was used to chemically modify exposed histidine residues on toxin A. 
Modification of toxin A with diethyl pyrocarbonate abolished both its cytotoxic 
activity and the ability of the toxin to bind Zn-Sepharose gel. Treatment of toxin A 
with [ super(14)C]-diethyl pyrocarbonate revealed concentration dependent labelling 
of histidine residues on the toxin molecules. The effects of diethyl pyrocarbonate 
could be reversed by hydroxyl amine treatment. These data suggest the modified 
histidine residues on toxin A are critical to its cytotoxic activity. Histidine 
modification had no effect on the glucosyl transferase enzyme activity of toxin A. 
However, modification abolished the cold' binding of toxin to bovine thyroglobul i n 

in an ELISA and reduced ligand binding activity in a rabbit erythrocyte data 

suggest that the histidine residues may be crucial to the receptor-binding activity 
of toxin A. Exposed histidines on toxin A are available for zinc chelation, and 
these have been exploited in the development of a novel purification protocol for 
toxin A using zinc-chelating chromatography. 

Descriptors: Rho protein; Cytotoxicity; Toxin A; Clostridium difficile 
Identifiers: 
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0001780966 IP Accession No: 4215574 

The interaction of synaptic vesicle-associated membrane protei n/synaptobrevi n with 
botulinum neurotoxins D and F 

Pellizzari, R; Mason, S; Shone, CC; Montecucco, C* Centro CNR Biomembrane and Dipto. 
di Scienze Biomediche, Univ. di Padova, Via G. Colombo 3, 35100 Padova, Italy 
FEBS Letters , v 409 , n 3 , p 339-342 , June 1997 
Publication Date: 1997 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
ISSN: 0014-5793 
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Development of novel assays for botulinum type A and B neurotoxins based on their 
endopeptidase activities 

Hallis, B; James, BAF; Shone, CC* Protein Toxins Sect., CAMR, Porton Down, 
Salisbury, Wiltshire SP4 OJG, UK 

Journal of Clinical Microbiology , v 34 , n 8 , p 1934-1938 , 1996 

Addl . Source info: Journal of Clinical Microbiology [J. CLIN. MICROBIOL.], vol. 34, 

no. 8, pp. 1934-1938, 1996 

Publication Date: 1996 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 

ISSN: 0095-1137 

File Segment: Bacteriology Abstracts (Microbiology B) ; Industrial & Applied 
Microbiology Abstracts (Microbiology A); CSA Neurosciences Abstracts 
Hallis, B; James, BAF; Shone, CC* 

Abstract : 

...substrate representing amino acid residues 60 to 94 of the intracellular target 
protein for the toxin, vamp (vesicle-associated membrane protein, or synaptobrevi n) . 

In this assay system, immobilized VAMP (60-94 on catalyzed reporter 

deposition. Trypsin treatment of BoNT/B samples, which converts the single-chain 
toxin to the active di-chain form, was found to increase the sensitivity of the 
endopeptidase. . . 
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Botulinum neurotoxin Cl cleaves both syntaxin and SNAP-25 in intact and 
permeabilized chromaffin cells: Correlation with its blockade of catecholamine 
release 

Foran, P; Lawrence, GW; Shone, CC; Foster, KA; Dolly, JO* Dep. Biochem., Imperial 
Coll., London SW7 2AY, UK 

Biochemistry (Washington) , v 35 , n 8 , p 2630-2636 , 1996 

Addl. Source info: Biochemistry (Washington) [BIOCHEMISTRY (WASH.)], vol. 35, no. 8, 

pp. 2630-2636, 1996 
Publication Date: 1996 

Document Type: Journal Article 
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ISSN: 0006-2960 

File Segment: Bacteriology Abstracts (Microbiology B) ; Toxicology Abstracts; CSA 
Neurosciences Abstracts 

Foran, P; Lawrence, GW; Shone, CC; Foster, KA; Dolly, JO- 
Abstract: 

...were examined together with its underlying molecular action, intact chromaffin 
cells were exposed to the toxin, and catecholamine release therefrom was then 

measured in conjunction with the monitoring of syntaxin cleavage C-terminal 

peptide of SNAP-25 revealed the additional disappearance of immunoreacti vi ty , with 
the same toxin concentration dependency as syntaxin breakdown. Notably, the cleaved 
SNAP-25 product was similar in size... 

Identifiers: botulinum toxin; syntaxin; SNAP-25 protein 
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Botulinum neurotoxin type C cleaves a single Lys-Ala bond within the 
carboxyl -terminal region of syntaxins 

Schiavo, G; Shone, CC; Bennett, MK; Scheller, rh; Montecucco, C Cent. CNR 

Biomembrane, Univ. Padova, Via Trieste 75, 35121 Padova, Italy 

Journal of Biological Chemistry , v 270 , n 18 , p 10566-10570 , 1995 

Addl . Source info: Journal of Biological Chemistry [J. BIOL. CHEM.], vol. 270, no. 

18, pp. 10566-10570, 1995 

Publication Date: 1995 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
ISSN: 0021-9258 

File Segment: Bacteriology Abstracts (Microbiology B) ; Toxicology Abstracts; Medical 
& Pharmaceutical Biotechnology Abstracts; CSA Neurosciences Abstracts 
Schiavo, G; Shone, CC; Bennett, MK; Scheller, RH; Montecucco, C 

Abstract : 

...atom of zinc, highly purified preparations of BoNT/C bind two atoms of zinc per 
toxin molecule. bont/C is a zinc-endopeptidase that cleaves syntaxin lA at the Lys 
super. . . 
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Differences in the protease activities of tetanus and botulinum B toxins revealed by 
the cleavage of vesicle-associated membrane protein and various sized fragments 

Foran, P; Shone, CC; Dolly, JO* Dep. Biochem., imperial Coll., London SW7 2AY, UK 
Biochemistry (Washington) , v 33 , n 51 , p 15365-15374 , 1994 

Addl. Source info: Biochemistry (Washington) [BIOCHEMISTRY (WASH.)], vol. 33, no. 

51, pp. 15365-15374, 1994 
Publication Date: 1994 



Document Type: Journal Article 



Page 8 



si ngl echai ntoxi n . txt 

Record Type: Abstract 
Language: English 
Summary Language: English 
ISSN: 0006-2960 

File Segment: Bacteriology Abstracts (Microbiology B) ; Toxicology Abstracts; CSA 

Neurosciences Abstracts 

Foran, P; Shone, CC; Dolly, JO* 

Abstract: 

Botulinum neurotoxin serotype B (BoNT/B) and tetanus toxin (TeTx) block 
neuroexocytosi s through selective endoproteolysi s of vesicle-associated membrane 
protein (VAMP). The enzymological properties... 

Identifiers: tetanus toxin; botulinum toxin; proteinase 
Subj Catg: 
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Peptide substrate specificity and properties of the zinc-endopeptidase activity of 
botulinum type B neurotoxin 

Shone, CC; Roberts, AK Protein Toxins Sect., Cent. Appl . Microbiol, and Res., Porton 
Down, Salisbury, Wilts SP4 03G, UK 

European Journal of Biochemistry , v 225 , n 1 , p 263-270 , 1994 

Addl . Source info: European Journal of Biochemistry [EUR. J. BIOCHEM.], vol. 225, 
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Publication Date: 1994 

Document Type: Journal Article 
Record Type: Abstract 
Language: English 
Summary Language: English 
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File Segment: Bacteriology Abstracts (Microbiology B) 
Shone, CC; Roberts, AK 

Abstract : 

...2 peptide. The properties and substrate specificity of botulinum type B 
neurotoxin suggest that the toxin represents a novel class of endopeptidase which 
requires a specific peptide substrate conformation for the... 
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A role for the interchain disulfide or its participating thiols in the 
internalization of botulinum neurotoxin A revealed by a toxin derivative that binds 
to ecto-acceptors and inhibits transmitter release i ntracel 1 ul arl y 

De Paiva, A; Poulain, B; Lawrence, GW; Shone, CC; Tauc, L; Dolly, JO- Dep. Biochem., 

Imperial Coll. Sci . , Technol . Med., London SW7 2AY, UK 

Journal of Biological Chemistry , v 268 , n 28 , p 20838-20844 , 1993 

Addl. Source info: Journal of Biological Chemistry [J. BIOL. CHEM.], vol. 268, no. 

28, pp. 20838-20844, 1993 

Publication Date: 1993 
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Document Type: Journal Article 
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Summary Language: English 
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File Segment: Bacteriology Abstracts (Microbiology B) 

...disulfide or its participating thiols in the internalization of botulinum 
neurotoxin A revealed by a toxin derivative that binds to ecto-acceptors and 
inhibits transmitter release intracellularly 

De Paiva, A; Poulain, B; Lawrence, GW; Shone, CC; Tauc, L; Dolly, JO- 
Abstract : 

...the mouse nerve-diaphragm and the buccal ganglion of Aplysia californica. 
However, reduction of the toxin prior to alkylation drastically decreased 
neuroparalytic potency; yet, this derivative inhibited transmitter release if 

injected motor nerve endings and Aplysia neurons indicates retention of the 

ability to bind to the toxin's productive ecto-acceptors. Thus, the abolition of the 
toxicity of extracellularly applied botulinum neurotoxin ... 
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Heterologous combinations of heavy and light chains from botulinum neurotoxin A and 
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Abstract : 

...antibody-based amplified enzyme-linked immunosorbent assay (elisa) method for 
detecting Clostridium botulinum type A toxin was evaluated for its ability to detect 
the toxin in the supernatant fluid of pure cultures and after growth from Cl . 

botulinum spores inoculated before storage at 15 degree , 20 degree or 27 

degree C. The presence of specific toxin was confirmed by mouse bioassay and results 
compared with those of the amplified ELISA method. 
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Abstract : 

...sub(2), D, E, F and G) have been identified. Except type C sub(2) toxin, which 
has enterotoxin-like activity, these toxins act primarily on the peripheral nervous 
system , i nhi bi ti ng . . . 
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to high specific radioactivities (19-63 TBq/mmol) yielded typically > 65% of its 

original toxicity botulinum neurotoxin showed a limited capacity to inhibit 

the synaptosomal binding of labelled type B toxin, even at high concentrations (1 mu 
M) . Other neurotoxins were without effect. 
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...showed the loss of toxicity on trypsin treatment to be paralleled by a loss of 
toxin binding to rat brain synaptosomess uggesting the presence of at least two 

sites of tryptic portion of the heavy chain was purified from the 105,000-Da 

fragment of the toxin and the sequence of the first 35 amino acids determined. 5. It 
is suggested that. . . 
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Abstract: ...of the insulin-stimulated translocation of GLUT4 to the plasmalemma. 
This establishes that these two toxin substrates contribute to the insulin-regulated 
fusion of GLUT4-containing vesicles with the plasmalemma, at... 
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S18 


21 


S S16 


S19 


624 


S E1-E25 


S20 


624 


S S19 


S21 


0 


S S20 AND SACCHARIDE 


S22 


0 


S S21 AND POLY? 


S23 


0 


S S21 


S24 


624 


S S20 


S25 


0 


S S24 AND AUREUS 


S26 


103 


S El-E8,E24,E25 


S27 


0 


S S25 AND TOXIN 


S28 


103 


S S26 


S29 


85 


RD (unique items) 


S30 


60 


S S29 AND TOXIN 


S31 


314 


S El-Ell 


S32 


47 


S S31 AND TOXIN 


S33 


42 


RD (unique items) 


S34 


178 


S E1-E12 


S35 


37 


S S34 AND TOXIN 


S36 


28 


RD (unique items) 


S37 


2 


S E1-E2 


S38 


1 


S S37 AND TOXIN 


S39 


565 


S E13-E25 


S40 


0 


S 539 AND TOXIN 


S41 


13 


S E1-E5 


S42 


5 


S S41 AND TOXIN 


S43 


9 


S E4-E7 


S44 


4 


S S43 AND TOXIN 


S45 


4 


S S44 
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